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Ladies and Gentlemen:

Reference Docket Number 1980N-0208, Proposed Rule and Proposed Order: Bacterial
Vaccines and Toxoids. This comment pertains to Section IV of the Proposed Rule and Proposed
Order: Anthrax Vaccine Adsorbed (AVA) — Proposed Order. The commitment of the Food and
Drug Administration (FDA) to a prompt completion of this regulatory process is of critical
importance to public health and national security given that anthrax spores represent the number
one bioterrorism and biowarfare threat against the United States and its Armed Forces.

The focus of this comment is the proposed order’s discussion concerning the conclusion of
the Institute of Medicine (IOM) regarding the efficacy of anthrax vaccine (IOM 2002; see
enclosure for bibliography of cited documents). The FDA’s proposed order references the IOM
conclusion, but is somewhat indirect in commenting on it (FDA 2004, page 78286). The FDA
should accord the IOM report significant weight as expert scientific judgment. Based on the
underlying scientific evidence, the FDA should strongly endorse the IOM’s conclusion that “the
available evidence from studies with humans and animals, coupled with reasonable assumptions
of analogy, shows that AVA as licensed, is an effective vaccine for the protection of humans
against anthrax, including inhalation anthrax” (IOM 2002, page 77).

The IOM report should be accorded significant weight as an expert opinion for several
reasons. First, the IOM review was chartered by the U.S. Congress specifically for the purpose
of providing the best possible, comprehensive, independent scientific assessment of anthrax
vaccine to resolve questions that had been raised concerning the Department of Defense program
(U.S. House of Representatives, 1999). The IOM review process included an internal critique
process by a second panel of distinguished experts who provided “candid and critical comments”
(IOM 2002, pages xi—xii) before the final report was published. Second, the IOM review was
decidedly independent and considered the entire spectrum of views (Larkin 2002). Third, the
IOM conclusion reflects the consensus view previously expressed by other prominent
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independent reviews over several years, including the civilian physicians and scientists who
serve on the Armed Forces Epidemiological Board (AFEB 1994-2002).

The IOM report’s conclusion that “the available evidence from studies with humans and

animals, coupled with reasonable assumptions of analogy, shows that AVA as licensed, is an
effective vaccine for the protection of humans against anthrax, including inhalation anthrax” is
correct. The primary evidence is the Brachman study, a well-controlled, randomized field trial
of a comparable predecessor vaccine, supported by at least four elements of corroborating
evidence (Brachman et al., 1962). The Brachman study concluded that the calculated efficacy of
the vaccine in preventing all forms of anthrax disease combined was 92.5% (95 percent
confidence interval = 65% to 100%), including all cases of cutaneous or inhalational exposure in
the vaccinated and placebo groups. The conclusion that the assessment of efficacy is applicable
regardless of the route of exposure is corroborated by the available evidence.

The first notable element of corroboration is in the observational group of the Brachman
study, in which there were three additional cases of inhalation anthrax, all among unvaccinated
individuals. Corroborating evidence is also found, as noted by the Panel on Review of Bacterial
Vaccines and Toxoids, in the Centers for Disease Control surveillance data covering the period
1962-1974, which identified 27 cases of anthrax disease, none among individuals fully
vaccinated. A third source of corroborating evidence is in the collective results of a series of
studies of the efficacy of AVA in protecting macaque monkeys, an animal model for which the
IOM notes the pathophysiology of anthrax is strikingly similar to that in humans. Overall in
these studies, 95% of the vaccinated macaques survived inhalation challenges with dozens to a
thousand times the median lethal dose, compared to 100% fatality among unvaccinated
macaques. Experimental challenge data in rabbits, another animal model the IOM considers
appropriate for studying the human form of inhalation anthrax, are similar. A fourth form of
corroboration is in the well-understood pathophysiological mechanism of the anthrax bacteria
and the effect at the cellular level of antibodies that bind to the protective antigen (PA) portion of
the toxins secreted by the bacteria after entry into the body. These antibodies, produced in
response to the protective antigen component of anthrax vaccine, appear to prevent entry into the
cell of the lethal factor protein of the toxin, thereby preventing the cellular damage and disease
(IOM, 2002, pages 46-48, 72-73).

The IOM committee, Congressionally chartered, selected from America’s best university
faculty members, strongly independent, peer reviewed before publication, and representative of
prevailing expert scientific judgment, produced a well-considered and clearly supported
conclusion: the available evidence from studies with humans and animals, coupled with
reasonable assumptions of analogy, shows that AVA as licensed, is an effective vaccine for the
protection of humans against anthrax, including inhalation anthrax.
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My point of contact for this correspondence is Colonel Jerome F. Pierson, Commander, U.S.
Army Medical Materiel Development Act1v1ty, 301-619-7643, email:
jerry.pierson @det.amedd. army. mil.

Sincerely,

zg&/\ Qﬂwhu ~—

Lester Martinez-Lopez, MD, MPH
Major General, Medical Corps
Commanding
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